Supplementary Figure 1. Risk of bias
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Supplementary Figure 2. Study Discontinuation when quetiapine 150 mg/day was used

A. Study discontinuation due to all causes

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.1.1 Amisulpride
1997 Lecrubier 30 73 36 73 9.7% 0.83[0.58, 1.19] -1
Subtotal (95% CI) 73 73 9.7% 0.83 [0.58, 1.19] ‘
Total events 30 36
Heterogeneity: Not applicable
Test for overall effect: Z = 0.99 (P = 0.32)
1.1.2 Haloperidol
2014 Kennedy 4 26 1 27 0.7% 4.15 [0.50, 34.75]
Subtotal (95% Cl) 26 27 0.7% 4.15 [0.50, 34.75] —ee
Total events 4 1
Heterogeneity: Not applicable
Test for overall effect: Z = 1.31 (P = 0.19)
1.1.3 Lurasidone
2016 Suppes 7 109 15 102 3.3% 0.44[0.19, 1.03] —
Subtotal (95% Cl) 109 102 3.3% 0.44 [0.19, 1.03] -
Total events 7 15
Heterogeneity: Not applicable
Test for overall effect: Z = 1.90 (P = 0.06)
1.1.4 Olanzapine
2004 Rothschild trial 1 28 48 30 51 10.3% 0.991[0.71, 1.38] -
2004 Rothschild trial 2 28 53 29 49  10.0% 0.89[0.63, 1.26] -
Subtotal (95% CI) 101 100 20.3% 0.94 [0.74, 1.20] 3
Total events 56 59
Heterogeneity: Tau? = 0.00; Chi®* = 0.19,df = 1 (P = 0.67); I’ = 0%
Test for overall effect: Z = 0.48 (P = 0.63)
1.1.5 Quetiapine
2008 Chaput 1 11 6 11 0.8% 0.17 [0.02, 1.17] —_———
2009 Cutler 52 152 33 157 9.3% 1.63 [1.12, 2.37] —
2009 Weisler 55 178 50 184 10.5% 1.14 [0.82, 1.57] T
2011 Bortnick 46 154 45 156 10.0% 1.04 [0.73, 1.46] T
2013 Katila 39 166 41 172 9.2% 0.99 [0.67, 1.45] -
2014 Mclntyre 23 61 25 59 8.1% 0.89[0.57, 1.38] ™
2014 Wang 50 157 40 157 9.8% 1.25[0.88, 1.78] ™
Subtotal (95% CI) 879 896 57.6% 1.12 [0.92, 1.36] »
Total events 266 240
Heterogeneity: Tau? = 0.02; Chi® = 9.55,df = 6 (P = 0.14); I = 37%
Test for overall effect: Z = 1.14 (P = 0.26)
1.1.6 Sulpiride
1999 Ruther 9 87 9 90 3.2% 1.03 [0.43, 2.48] I
Subtotal (95% CI) 87 90  3.2% 1.03 [0.43, 2.48] .
Total events 9 9
Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.94)
1.1.7 Ziprasidone
2012 Papakostas 12 29 15 91 5.2% 2.51[1.33, 4.73] —_—
Subtotal (95% Cl) 29 91 5.2% 2.51 [1.33, 4.73] @
Total events 12 15
Heterogeneity: Not applicable
Test for overall effect: Z = 2.85 (P = 0.004)
Total (95% CI) 1304 1379 100.0% 1.06 [0.89, 1.27] 3
Total events 384 375
P 2 _ . 2 _ _ - 2 = t } + d
Heterogeneity: Tau® = 0.05; Chi®* = 25.97, df = 13 (P = 0.02); I° = 50% 001 o1 0 100

Test for overall effect: Z = 0.68 (P = 0.50)

: 2 R Favours APM Favours placebo
Test for subgroup differences: Chi = 15.66, df = 6 (P = 0.02), I = 61.7%



B. Study discontinuation due to lack of efficacy

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.2.1 Amisulpride
1997 Lecrubier 14 73 28 73 26.3% 0.50[0.29, 0.87]
Subtotal (95% CI) 73 73 26.3% 0.50 [0.29, 0.87]
Total events 14 28

Heterogeneity: Not applicable
Test for overall effect: Z = 2.45 (P = 0.01)

1.2.2 Lurasidone

2016 Suppes 2 109 4 102 5.0% 0.47 [0.09, 2.50]
Subtotal (95% Cl) 109 102 5.0% 0.47 [0.09, 2.50]
Total events 2 4

Heterogeneity: Not applicable
Test for overall effect: Z = 0.89 (P = 0.37)

1.2.3 Olanzapine

2004 Rothschild trial 1 4 48 13 51 11.2% 0.33[0.11, 0.93]
2004 Rothschild trial 2 7 53 11 49  15.1% 0.59 [0.25, 1.40]
Subtotal (95% CI) 101 100 26.3% 0.46 [0.24, 0.90]
Total events 11 24

Heterogeneity: Tau? = 0.00; Chi®* = 0.72,df = 1 (P = 0.39); I = 0%
Test for overall effect: Z = 2.26 (P = 0.02)

1.2.4 Quetiapine

2009 Cutler 0 152 3 157 1.7% 0.15 [0.01, 2.83]
2009 Weisler 1 178 4 184 3.1% 0.26 [0.03, 2.29]
2011 Bortnick 7 154 7 156 11.7% 1.01 [0.36, 2.82]
2013 Katila 1 166 12 172 3.5% 0.09 [0.01, 0.66]
2014 Mcintyre 2 61 12 59 6.5% 0.16 [0.04, 0.69]
2014 Wang 4 157 7 157 8.9% 0.57[0.17, 1.91]
Subtotal (95% CI) 868 885 35.4% 0.35 [0.15, 0.80]
Total events 15 45

Heterogeneity: Tau? = 0.41; Chi®> = 8.17, df = 5 (P = 0.15); I* = 39%
Test for overall effect: Z = 2.48 (P = 0.01)

1.2.5 Sulpiride

1999 Ruther 1 87 4 90 3.1% 0.26 [0.03, 2.27]
Subtotal (95% CI) 87 90 3.1% 0.26 [0.03, 2.27]
Total events 1 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

1.2.6 Ziprasidone

2012 Papakostas 2 29 2 91 3.9% 3.14 [0.46, 21.29]
Subtotal (95% Cl) 29 91 3.9% 3.14 [0.46, 21.29]
Total events 2 2

Heterogeneity: Not applicable
Test for overall effect: Z = 1.17 (P = 0.24)

Total (95% Cl) 1267 1341 100.0% 0.47 [0.32, 0.70]
Total events 45 107

Heterogeneity: Tau? = 0.07; Chi2 = 13.08, df = 11 (P = 0.29); I? = 16%

Test for overall effect: Z = 3.73 (P = 0.0002)

Test for subgroup differences: Chi® = 4.63, df = 5 (P = 0.46), I = 0%

| Hm I

—-‘—
-
<>

0.01

0.1

10 100

Favours APM Favours placebo



C. Study discontinuation due to adverse events

Antipsychotics Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI| M-H, Random, 95% CI
1.3.1 Amisulpride
1997 Lecrubier 8 73 2 73 3.6% 4.00[0.88, 18.20] e —
Subtotal (95% CI) 73 73 3.6% 4.00 [0.88, 18.20] T
Total events 8 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.79 (P = 0.07)
1.3.2 Haloperidol
2014 Kennedy 2 26 1 27 1.5% 2.08[0.20, 21.55]
Subtotal (95% Cl) 26 27 1.5% 2.08 [0.20, 21.55] el
Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.61 (P = 0.54)
1.3.3 Lurasidone
2016 Suppes 3 109 5 102 4.2% 0.56 [0.14, 2.29] —_—
Subtotal (95% CI) 109 102 4.2% 0.56 [0.14, 2.29] el
Total events 3 5
Heterogeneity: Not applicable
Test for overall effect: Z = 0.80 (P = 0.42)
1.3.4 Olanzapine
2004 Rothschild trial 1 4 48 5 51 5.3% 0.85 [0.24, 2.98] e —
2004 Rothschild trial 2 5 53 1 49 1.9% 4.62 [0.56, 38.19]
Subtotal (95% CI) 101 100 7.2% 1.60 [0.31, 8.18] ——e
Total events 9 6
Heterogeneity: Tau? = 0.70; Chi? = 1.89, df = 1 (P = 0.17); 1> = 47%
Test for overall effect: Z = 0.56 (P = 0.57)
1.3.5 Quetiapine
2009 Cutler 30 152 7 157  13.2% 4.43[2.01,9.77] —
2009 Weisler 25 178 11 184 18.0% 2.35[1.19, 4.63] —
2011 Bortnick 13 154 4 156 6.9% 3.29[1.10, 9.87] e —
2013 Katila 16 166 6 172 10.0% 2.76 [1.11, 6.89] e —
2014 Mcintyre 20 61 10 59 18.5% 1.93 [0.99, 3.78] -
2014 Wang 24 157 7 157 12.6% 3.43[1.52, 7.73] —_—
Subtotal (95% CI) 868 885 79.2% 2.79 [2.01, 3.85] ’
Total events 128 45
Heterogeneity: Tau? = 0.00; Chi® = 3.08, df = 5 (P = 0.69); I = 0%
Test for overall effect: Z = 6.20 (P < 0.00001)
1.3.6 Sulpiride
1999 Ruther 1 87 1 90 1.1% 1.03 [0.07, 16.28]
Subtotal (95% Cl) 87 90 1.1% 1.03 [0.07, 16.28] e ——
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.98)
1.3.7 Ziprasidone
2012 Papakostas 2 29 4 91 3.1% 1.57 [0.30, 8.13] e
Subtotal (95% Cl) 29 91 3.1% 1.57 [0.30, 8.13] e
Total events 2 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
Total (95% CI) 1293 1368 100.0% 2.42 [1.81, 3.23] 3
Total events 153 64

v 2 _ . P2 _ _ L2 L L L !
Heterogeneity: Tau? = 0.00; Chi* = 12.08, df = 12 (P = 0.44); I’ = 1% '0.01 0:1 1l0 100'

Test for overall effect: Z = 5.97 (P < 0.00001)

. . Favours APM Favours placebo
Test for subgroup differences: Chi® = 6.15, df = 6 (P = 0.41), I° = 2.4%

Abbreviation: APM, antipsychotic monotherapy



Supplementary Figure 3. Study Discontinuation when studies including MDD with specific

features were excluded

A. Study discontinuation due to all causes

Antipsychotics Placebo Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

1.1.1 Amisulpride

1997 Lecrubier 30 73 36 73 13.0% 0.83[0.58, 1.19]
Subtotal (95% CI) 73 73 13.0% 0.83 [0.58, 1.19]
Total events 30 36

Heterogeneity: Not applicable

Test for overall effect: Z = 0.99 (P = 0.32)

1.1.2 Haloperidol

2014 Kennedy 4 26 1 27 0.7% 15 [0.50, 34.75]
Subtotal (95% CI) 26 27 0.7% 4,15 [0.50, 34.75]
Total events 4 1

Heterogeneity: Not applicable

Test for overall effect: Z = 1.31 (P = 0.19)

1.1.3 Quetiapine

2008 Chaput 1 11 6 11 0.9% 0.17 [0.02, 1.17]
2009 Cutler 39 152 33 157 11.4% 1.22 [0.81, 1.83]
2009 Weisler 59 179 50 184 14.7% 1.21[0.88, 1.66]
2011 Bortnick 46 154 45 156 13.5% 1.04 [0.73, 1.46]
2013 Katila 39 166 41 172 12.2% 0.99[0.67, 1.45]
2014 Mcintyre 23 61 25 59 10.4% 0.89[0.57, 1.38]
2014 Wang 50 157 40 157 13.2% 1.25[0.88, 1.78]
Subtotal (95% CI) 880 896 76.2% 1.09 [0.94, 1.27]
Total events 257 240

Heterogeneity: Tau? = 0.00; Chi® = 6.08, df = 6 (P = 0.41); I = 1%

Test for overall effect: Z = 1.17 (P = 0.24)

1.1.4 Sulpiride

1999 Ruther 9 87 9 90 3.7% 1.03[0.43, 2.48]
Subtotal (95% CI) 87 20 3.7% 1.03 [0.43, 2.48]
Total events 9 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.94)

1.1.5 Ziprasidone

2012 Papakostas 12 29 15 91 6.3% 2.51[1.33, 4.73]
Subtotal (95% CI) 29 91 6.3% 2.51 [1.33, 4.73]
Total events 12 15

Heterogeneity: Not applicable
Test for overall effect: Z = 2.85 (P = 0.004)

Total (95% CI) 1095 1177 100.0% 1.11 [0.92, 1.33]
Total events 312 301

Heterogeneity: Tau® = 0.03; Chi® = 16.39, df = 10 (P = 0.09); I = 39%

Test for overall effect: Z = 1.09 (P = 0.27)

Test for subgroup differences: Chi® = 10.33, df = 4 (P = 0.04), I = 61.3%
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B. Study discontinuation due to lack of efficacy

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.2.1 Amisulpride
1997 Lecrubier 14 73 28 73 26.2% 0.50[0.29, 0.87] —m—
Subtotal (95% CI) 73 73 26.2% 0.50 [0.29, 0.87] <9
Total events 14 28
Heterogeneity: Not applicable
Test for overall effect: Z = 2.45 (P = 0.01)
1.2.2 Quetiapine
2009 Cutler 0 152 3 157 3.9% 0.15 [0.01, 2.83]
2009 Weisler 0 179 4 184 4.0% 0.11[0.01, 2.11] ¢
2011 Bortnick 7 154 7 156 17.4% 1.01 [0.36, 2.82] —
2013 Katila 1 166 12 172 7.3% 0.09 [0.01, 0.66] —
2014 Mcintyre 2 61 12 59 11.8% 0.16 [0.04, 0.69] . —
2014 Wang 4 157 7 157  14.7% 0.57[0.17, 1.91] s
Subtotal (95% CI) 869 885 59.2% 0.32 [0.13, 0.79] -
Total events 14 45
Heterogeneity: Tau® = 0.52; Chi? = 8.83, df = 5 (P = 0.12); I = 43%
Test for overall effect: Z = 2.47 (P = 0.01)
1.2.3 Sulpiride
1999 Ruther 1 87 4 90 6.6% 0.26 [0.03, 2.27]
Subtotal (95% CI) 87 920 6.6% 0.26 [0.03, 2.27] —en———
Total events 1 4
Heterogeneity: Not applicable
Test for overall effect: Z = 1.22 (P = 0.22)
1.2.4 Ziprasidone
2012 Papakostas 2 29 2 91 8.0% 3.14 [0.46, 21.29] -
Subtotal (95% CI) 29 91 8.0% 3.14 [0.46, 21.29] ————
Total events 2 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.17 (P = 0.24)
Total (95% Cl) 1058 1139 100.0% 0.44 [0.24, 0.82] S
Total events 31 79
Heterogeneity: Tau® = 0.31; Chi? = 13.14, df = 8 (P = 0.11); I = 39% 0.501 Oi.l 150 160

Test for overall effect: Z = 2.57 (P = 0.01)

) 5 2 Favours APM Favours placebo
Test for subgroup differences: Chi®* = 4.81, df = 3 (P = 0.19), I* = 37.6%



C. Study discontinuation due to adverse events

Antipsychotics Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.1 Amisulpride
1997 Lecrubier 8 73 2 73 4.0% 4.00 [0.88, 18.20] 1
Subtotal (95% CI) 73 73 4.0% 4.00 [0.88, 18.20] *
Total events 8 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.79 (P = 0.07)
1.3.2 Haloperidol
2014 Kennedy 2 26 1 27 1.7% 2.08[0.20, 21.55]
Subtotal (95% CI) 26 27 1.7% 2.08 [0.20, 21.55] et
Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.61 (P = 0.54)
1.3.3 Quetiapine
2009 Cutler 23 152 7 157 13.9% 3.39[1.50, 7.68] —
2009 Weisler 34 179 11 184 22.1% 3.18 [1.66, 6.07] —
2011 Bortnick 13 154 4 156 7.7% 3.29[1.10, 9.87] I —
2013 Katila 16 166 6 172 11.1% 2.76 [1.11, 6.89] —_—
2014 MclIntyre 20 61 10 59 20.7% 1.93 [0.99, 3.78] -
2014 Wang 24 157 7 157 14.1% 3.43[1.52, 7.73] —_—
Subtotal (95% CI) 869 885 89.6% 2.86 [2.07, 3.94] L 3
Total events 130 45
Heterogeneity: Tau? = 0.00; Chi’ = 1.86, df = 5 (P = 0.87); I = 0%
Test for overall effect: Z = 6.39 (P < 0.00001)
1.3.4 Sulpiride
1999 Ruther 1 87 1 90 1.2% 1.03[0.07, 16.28]
Subtotal (95% CI) 87 20 1.2% 1.03 [0.07, 16.28] e ———
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.98)
1.3.5 Ziprasidone
2012 Papakostas 2 29 4 91 3.4% 1.57 [0.30, 8.13] e
Subtotal (95% CI) 29 91 3.4% 1.57 [0.30, 8.13] ‘
Total events 2 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
Total (95% CI) 1084 1166 100.0% 2.79 [2.05, 3.78] <
Total events 143 53

A - 2 . :2 .12 I } 1 1
Heterogeneity: Tau® = 0.00; Chi° = 3.14, df = 9 (P = 0.96); I° = 0% -0_01 0:1 1-0 100‘

Test for overall effect: Z = 6.59 (P < 0.00001)

Favours APM Favours placebo
Test for subgroup differences: Chi? = 1.27, df = 4 (P = 0.87), I = 0% P

Abbreviation: APM, antipsychotic monotherapy



Supplementary Figure 4. Psychopathology

A. HDRS-17
Favours APM Favours placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
2.4.1 Haloperidol
2014 Kennedy -8.95 5.35 22 -9 5.05 26 23.9% 0.05[-2.91, 3.01] —
Subtotal (95% CI) 22 26 23.9% 0.05 [-2.91, 3.01] 4"

Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)

2.4.2 Quetiapine

2013 Katila -15.66 10.76 164 -8.62 10.72 171 26.3% -7.04[-9.34,-4.74] —
2014 McIntyre -10 7.03 61 -58 6.14 59 26.1% -4.20[-6.56, -1.84] —a—
Subtotal (95% CI) 225 230  52.4% -5.63 [-8.42, -2.85] -

Heterogeneity: Tau® = 2.62; Chi? = 2.85, df = 1 (P = 0.09); I = 65%
Test for overall effect: Z = 3.97 (P < 0.0001)

2.4.3 Ziprasidone
2012 Papakostas -8.8 7.3 29 -7.1 7 91 23.7% -1.70[-4.72,1.32] =
Subtotal (95% CI) 29 91 23.7% -1.70[-4.72,1.32] ‘.
Heterogeneity: Not applicable

Test for overall effect: Z = 1.10 (P = 0.27)

Total (95% CI) 276 347 100.0% -3.34[-6.38, -0.29] "
Heterogeneity: Tau? = 7.82; Chi® = 16.08, df = 3 (P = 0.001); I> = 81%
Test for overall effect: Z = 2.15 (P = 0.03)

Test for subgroup differences: Chi? = 7.98, df = 2 (P = 0.02), I = 74.9%

-20 -10 0 10 20
Favours APM Favours placebo

B. MADRS
APM Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
2.5.1 Lurasidone
2016 Suppes -20.5 10.39 108 -13 10 100 47.2% -7.50[-10.27,-4.73] ——
Subtotal (95% CI) 108 100 47.2% -7.50[-10.27, -4.73] R

Heterogeneity: Not applicable
Test for overall effect: Z = 5.30 (P < 0.00001)

2.5.2 Quetiapine

2013 Katila -16.33 12.17 164 -8.79 12.29 171 52.8% -7.54[-10.16, -4.92] ——
Subtotal (95% CI) 164 171 52.8% -7.54 [-10.16, -4.92] e
Heterogeneity: Not applicable

Test for overall effect: Z = 5.64 (P < 0.00001)

Total (95% ClI) 272 271 100.0% -7.52[-9.42, -5.62] <
e 2 _ . 2 _ — - 12 = } t t
Heterogeneity: Tau = 0.00; Chi* = 0.00, df = 1 (P = 0.98); I° = 0% 0 o ) 0 70
Test for overall effect: Z = 7.74 (P < 0.00001) Favours APM Favours placebo

Test for subgroup differences: Chi®> = 0.00, df = 1 (P = 0.98), I = 0%

Abbreviation: APM, antipsychotic monotherapy



Supplementary Figure 5. Psychopathology when quetiapine 150 mg/day was used

A. Primary depression severity scale

Antipsychotics Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% Cl IV, Random, 95% CI
2.1.1 Haloperidol
2014 Kennedy -8.95 5.35 22 -9 5.05 26 8.4% 0.01[-0.56, 0.58] I —
Subtotal (95% Cl) 22 26 8.4% 0.01 [-0.56, 0.58] -~
Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)
2.1.2 Lurasidone
2016 Suppes -20.5 10.39 108 -13 10 100 18.2% -0.73[-1.01, -0.45] —
Subtotal (95% CI) 108 100 18.2% -0.73[-1.01,-0.45] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 5.11 (P < 0.00001)
2.1.3 Olanzapine
2004 Rothschild trial 1 -149 117 43 -10.4 12.1 50 12.7% -0.37 [-0.79, 0.04] —

2004 Rothschild trial 2 -13.9 104 47 -12.5 11.8 44 12.7% -0.13 [-0.54, 0.29] 1
Subtotal (95% CI) 920 94 25.3% -0.25 [-0.54, 0.04] e
Heterogeneity: Tau? = 0.00; Chi? = 0.71, df = 1 (P = 0.40); I = 0%

Test for overall effect: Z = 1.68 (P = 0.09)

2.1.4 Quetiapine

2013 Katila -16.33 12.17 164 -8.79 12.29 171 21.4% -0.62[-0.83,-0.40] —

2014 McIntyre -10 7.03 61 -5.8 6.14 59 14.3% -0.63 [-1.00, -0.26] —_—
Subtotal (95% CI) 225 230 35.7% -0.62[-0.81, -0.43] <
Heterogeneity: Tau? = 0.00; Chi? = 0.01, df = 1 (P = 0.94); I* = 0%

Test for overall effect: Z = 6.45 (P < 0.00001)

2.1.5 Ziprasidone

2012 Papakostas -8.8 7.3 29 -7.1 7 91 12.4% -0.24 [-0.66, 0.18] e
Subtotal (95% CI) 29 91 12.4% -0.24 [-0.66, 0.18] -.-—
Heterogeneity: Not applicable

Test for overall effect: Z = 1.12 (P = 0.26)

Total (95% CI) 474 541 100.0% -0.45[-0.64, -0.25] <P
Heterogeneity: Tau? = 0.03; Chi? = 12.30, df = 6 (P = 0.06); I> = 51% 5_2 —:1 S i

Test for overall effect: Z = 4.52 (P < 0.00001)

Favours APM Favours placebo
Test for subgroup differences: Chi® = 11.59, df = 4 (P = 0.02), I> = 65.5% P



B. CGI-S

Antipsychotics Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.2.1 Haloperidol
2014 Kennedy -1.64 0.84 22 -1.12 1.33 26 10.5% -0.52[-1.14, 0.10] r
Subtotal (95% CI) 22 26  10.5% -0.52[-1.14,0.10] —l
Heterogeneity: Not applicable
Test for overall effect: Z = 1.64 (P = 0.10)
2.2.2 Lurasidone
2016 Suppes -1.8 1.04 108 -1.2 1 100 17.4% -0.60[-0.88,-0.32] —
Subtotal (95% CI) 108 100 17.4% -0.60[-0.88, -0.32] .
Heterogeneity: Not applicable
Test for overall effect: Z = 4.24 (P < 0.0001)
2.2.3 Olanzapine
2004 Rothschild trial 1 -1.2 13 44 -0.7 1.1 50 12.9% -0.50([-0.99, -0.01] — ]
2004 Rothschild trial 2 -1.2 1.2 48 -1.3 1.3 44 12.5% 0.10 [-0.41, 0.61] T
Subtotal (95% CI) 92 94 25.4% -0.20[-0.79, 0.38] el
Heterogeneity: Tau? = 0.11; Chi® = 2.75,df = 1 (P = 0.10); I? = 64%
Test for overall effect: Z = 0.68 (P = 0.49)
2.2.4 Quetiapine
2013 Katila -1.73 1.54 164 -0.77 1.57 171 16.2% -0.96[-1.29, -0.63] —
2014 Mcintyre -1 0.62 61 -0.5 0.58 59 18.6% -0.50[-0.71, -0.29] -
Subtotal (95% CI) 225 230 34.8% -0.71[-1.16, -0.26] .
Heterogeneity: Tau? = 0.09; Chi* = 5.18,df = 1 (P = 0.02); I’ = 81%
Test for overall effect: Z = 3.10 (P = 0.002)
2.2.5 Ziprasidone
2012 Papakostas -1.2 13 29 -16 1.3 91 11.9% 0.40 [-0.14, 0.94] T
Subtotal (95% CI) 29 91 11.9%  0.40 [-0.14, 0.94] <l
Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)
Total (95% CI) 476 541 100.0% -0.41[-0.70, -0.12] .
Heterogeneity: Tau? = 0.10; Chi’ = 23.63, df = 6 (P = 0.0006); I* = 75% =_2 _=1 ) 1 21
Test for overall effec.t: Z=2.381 (P.= 0.005) Favours APM Favours placebo
Test for subgroup differences: Chi? = 12.54, df = 4 (P = 0.01), I° = 68.1%
C. HDRS-17
Favours APM Favours placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.4.1 Haloperidol
2014 Kennedy -8.95 5.35 22 -9 5.05 26 23.9% 0.05 [-2.91, 3.01] s
Subtotal (95% CI) 22 26 23.9%  0.05[-2.91, 3.01] e
Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)
2.4.2 Quetiapine
2013 Katila -15.66 10.76 164 -8.62 10.72 171 26.3% -7.04[-9.34, -4.74] —=
2014 McIntyre -10 7.03 61 -5.8 6.14 59 26.1% -4.20[-6.56, -1.84] ——
Subtotal (95% C) 225 230 52.4% -5.63 [-8.42, -2.85] -
Heterogeneity: Tau? = 2.62; Chi? = 2.85, df = 1 (P = 0.09); I = 65%
Test for overall effect: Z = 3.97 (P < 0.0001)
2.4.3 Ziprasidone
2012 Papakostas -8.8 7.3 29 -7.1 7 91 23.7% -1.70[-4.72,1.32] —
Subtotal (95% CI) 29 91 23.7% -1.70[-4.72,1.32] R -
Heterogeneity: Not applicable
Test for overall effect: Z = 1.10 (P = 0.27)
Total (95% CI) 276 347 100.0% -3.34[-6.38, -0.29] B
Heterogeneity: Tau? = 7.82; Chi? = 16.08, df = 3 (P = 0.001); I> = 81% o 7o 3 1 20

Test for overall effect: Z = 2.15 (P = 0.03)
Test for subgroup differences: Chi? = 7.98, df = 2 (P = 0.02), 1> = 74.9%

Favours APM Favours placebo



D. MADRS

APM Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
2.5.1 Lurasidone
2016 Suppes -20.5 10.39 108 -13 10 100 47.2% -7.50[-10.27,-4.73] ——
Subtotal (95% CI) 108 100 47.2% -7.50[-10.27, -4.73] P

Heterogeneity: Not applicable
Test for overall effect: Z = 5.30 (P < 0.00001)

2.5.2 Quetiapine

2013 Katila -16.33 12.17 164 -8.79 12.29 171 52.8% -7.54[-10.16, -4.92] —i—
Subtotal (95% CI) 164 171 52.8% -7.54 [-10.16, -4.92] L

Heterogeneity: Not applicable
Test for overall effect: Z = 5.64 (P < 0.00001)

Total (95% CI) 272 271 100.0% -7.52[-9.42, -5.62] <D
[Tos F . 2 _ - — L2 = I t +
Heterogeneity: Tau = 0.00; Chi* = 0.00,df = 1 (P = 0.98); I° = 0% 50 30 0 10 20
Test for overall effect: Z = 7.74 (P < 0.00001) Favours APM Favours placebo

Test for subgroup differences: Chi’ = 0.00, df = 1 (P = 0.98), I> = 0%

Abbreviation: APM, antipsychotic monotherapy



Supplementary Figure 6. Psychopathology when studies including MDD with specific features
were excluded

A. Primary depression severity scale

Antipsychotics Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
2.1.1 Haloperidol
2014 Kennedy -8.95 5.35 22 -9 5.05 26 15.1% 0.01 [-0.56, 0.58] -t
Subtotal (95% CI) 22 26 15.1% 0.01 [-0.56, 0.58] sl

Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)

2.1.2 Quetiapine

2013 Katila -16.33 12.17 164 -8.79 12.29 171 37.3% -0.62[-0.83,-0.40] ——
2014 Mcintyre -10 7.03 61 -5.8 6.14 59 25.5% -0.63[-1.00, -0.26) .
Subtotal (95% CI) 225 230 62.8% -0.62[-0.81,-0.43] <

Heterogeneity: Tau? = 0.00; Chi* = 0.01, df = 1 (P = 0.94); I = 0%
Test for overall effect: Z = 6.45 (P < 0.00001)

2.1.3 Ziprasidone
2012 Papakostas -8.8 7.3 29 -7.1 7 91 22.1% -0.24 [-0.66, 0.18] —
Subtotal (95% ClI) 29 91 22.1% -0.24 [-0.66, 0.18] i
Heterogeneity: Not applicable

Test for overall effect: Z = 1.12 (P = 0.26)

Total (95% CI) 276 347 100.0% -0.44[-0.71, -0.18] ’

Heterogeneity: Tau? = 0.04; Chi® = 6.13,df =3 (P =0.11); I = 51% ?_2 _71 ) i 25
Test for overall effect: Z = 3.29 (P = 0.001) Favours APM Favours placebo

Test for subgroup differences: Chi® = 6.12, df = 2 (P = 0.05), I’ = 67.3%

B. CGI-S
Antipsychotics Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Haloperidol
2014 Kennedy -1.64 0.84 22 -1.12 1.33 26 20.5% -0.52[-1.14,0.10] -
Subtotal (95% CI) 22 26  20.5% -0.52[-1.14,0.10] e

Heterogeneity: Not applicable
Test for overall effect: Z = 1.64 (P = 0.10)

2.2.2 Quetiapine

2013 Katila -1.73 1.54 164 -0.77 1.57 171 27.4% -0.96[-1.29,-0.63] —a
2014 Mclntyre -1 0.62 61 -0.5 0.58 59 29.8% -0.50[-0.71,-0.29] —a—
Subtotal (95% CI) 225 230 57.2% -0.71[-1.16, -0.26] i

Heterogeneity: Tau® = 0.09; Chi* = 5.18, df = 1 (P = 0.02); I’ = 81%
Test for overall effect: Z = 3.10 (P = 0.002)

2.2.3 Ziprasidone

2012 Papakostas -1.2 1.3 29 -16 1.3 91 22.3% 0.40 [-0.14, 0.94] b s —

Subtotal (95% ClI) 29 91 22.3% 0.40 [-0.14, 0.94] “—-
Heterogeneity: Not applicable

Test for overall effect: Z = 1.44 (P = 0.15)

Total (95% CI) 276 347 100.0% -0.43[-0.90, 0.04] el

Heterogeneity: Tau? = 0.18; Chi? = 17.73, df = 3 (P = 0.0005); I* = 83% 5_2 _=1 o i 25

Test for overall effect: Z = 1.79 (P = 0.07)

- S ) Favours APM Favours placebo
Test for subgroup differences: Chi* = 10.06, df = 2 (P = 0.007), I = 80.1%



C. HDRS-17

Favours APM Favours placebo
Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% ClI

Mean Difference
IV, Random, 95% ClI

2.4.1 Haloperidol
2014 Kennedy -8.95 5.35 22 -9 5.05 26 23.9% 0.05 [-2.91, 3.01] —
Subtotal (95% CI) 22 26 23.9%  0.05[-2.91, 3.01] D
Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)
2.4.2 Quetiapine
2013 Katila -15.66 10.76 164 -8.62 10.72 171 26.3% -7.04[-9.34,-4.74] —a—
2014 Mclntyre -10 7.03 61 -5.8 6.14 59 26.1% -4.20[-6.56, -1.84] —
Subtotal (95% CI) 225 230 52.4% -5.63[-8.42,-2.85] B =
Heterogeneity: Tau’? = 2.62; Chi* = 2.85,df = 1 (P = 0.09); I = 65%
Test for overall effect: Z = 3.97 (P < 0.0001)
2.4.3 Ziprasidone
2012 Papakostas -8.8 7.3 29 -7.1 7 91 23.7% -1.70[-4.72,1.32] —
Subtotal (95% CI) 29 91 23.7% -1.70[-4.72, 1.32] -
Heterogeneity: Not applicable
Test for overall effect: Z = 1.10 (P = 0.27)
Total (95% CI) 276 347 100.0% -3.34 [-6.38, -0.29] B

. 2 _ . 2 _ _ 12 _ L ' i i
Heterogeneity: Tau® = 7.82; Chi‘ = 16.08, df = 3 (P = 0.001); I = 81% 0 “10 0 10 20
Test for overall effect: Z = 2.15 (P = 0.03) Favours APM Favours placebo
Test for subgroup differences: Chi? = 7.98, df = 2 (P = 0.02), I = 74.9%

APM Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.5.1 Quetiapine
2013 Katila -16.33 12.17 164 -8.79 12.29 171 100.0% -7.54[-10.16,-4.92]
Subtotal (95% CI) 164 171 100.0% -7.54 [-10.16, -4.92]
Heterogeneity: Not applicable
Test for overall effect: Z = 5.64 (P < 0.00001)
Total (95% CI) 164 171 100.0% -7.54 [-10.16, -4.92] B
Heterogeneity: Not applicable o 0 ) 0 20

Test for overall effect: Z = 5.64 (P < 0.00001)
Test for subgroup differences: Not applicable

Abbreviation: APM, antipsychotic monotherapy

Favours APM Favours placebo



Supplementary Figure 7. Adverse events

A. Akathisia
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2013 Katila 3 166 2 172 47.1% 1.55 [0.26, 9.18] B
2016 Suppes 4 109 2 100 52.9% 1.83 [0.34, 9.80] ]
Total (95% CI) 275 272 100.0% 1.70 [0.50, 5.74] ——e
Total events 7 4

Heterogeneity: Tau? = 0.00; Chi? = 0.02, df = 1 (P = 0.89); I* = 0%

0.2

. 0.05 5 20
Test for overall effect: Z = 0.85 (P = 0.40) Favours APM Favours placebo
B. Blurred vision
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1997 Lecrubier 8 73 3 73 31.9% 2.67 [0.74, 9.65] -T—
2004 Rothschild 1 101 5 100 17.2% 0.20[0.02, 1.66] =
2009 Cutler 8 152 3 157 31.4% 2.75[0.74, 10.19] T—
2012 Papakostas 2 80 2 125 19.6% 1.56 [0.22, 10.87] S B —
Total (95% CI) 406 455 100.0% 1.55 [0.55, 4.37] —all—
Total events 19 13
. 2 _ . 2 _ — — 12 = ! + 4
_I;_Ieterfogeneltyl.ITeflr = gi40 ngl(P 75(.)02(,)df 3(P=0.17); I’ = 40% o1 o1 0 100
est for overall effect: Z = 0. = 0.40) Favours APM Favours placebo
C. Constipation
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1997 Lecrubier 15 73 19 73 21.0% 0.79[0.44, 1.43] —
1999 Ruther 0 87 2 90 2.7% 0.21[0.01, 4.25]
2009 Cutler 13 152 10 157 17.3% 1.34[0.61, 2.97] —T
2009 Weisler 16 179 5 181 14.2% 3.24 [1.21, 8.64] s
2011 Bortnick 8 152 2 155 8.2% 4.08 [0.88, 18.90] T
2012 Papakostas 3 80 3 125 7.9% 1.56 [0.32, 7.55] I e —
2013 Katila 10 166 4 172 12.1% 2.59[0.83, 8.10] T
2014 Wang 20 157 7 155 16.6% 2.82[1.23, 6.48] —
Total (95% CI) 1046 1108 100.0% 1.76 [1.05, 2.95] 4
Total events 85 52
i . 2 _ B 2 _ _ — 12 $ } { {
Heterogeneity: Tau’ = 0.24; Chi* = 13.40, df = 7 (P = 0.06); I = 48% 0.01 o1 10 100

Test for overall effect: Z = 2.13 (P = 0.03)

Favours APM Favours placebo




D. Diarrhea

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
1999 Ruther 0 87 2 90 4.7% 0.21[0.01, 4.25]
2009 Cutler 4 152 10 157 19.2% 0.41[0.13, 1.29] —
2009 Weisler 6 179 16 181 23.3% 0.38 [0.15, 0.95] — &
2013 Katila 9 166 12 172 25.0% 0.78 [0.34, 1.80] — .
2014 Wang 19 157 11 155 27.8% 1.71 [0.84, 3.46] T
Total (95% CI) 741 755 100.0% 0.68 [0.34, 1.37] -
Total events 38 51
Heterogeneity: Tau? = 0.33; Chi* = 9.04, df = 4 (P = 0.06); I* = 56% =0 o 0=1 1’0 200%

Test for overall effect: Z = 1.08 (P = 0.28) Favours APM Favours placebo

E. Dizziness
Antipsychotics Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1997 Lecrubier 10 73 19 73 14.0% 0.53 [0.26, 1.05] |
2009 Cutler 29 152 17 157 17.0% 1.76 [1.01, 3.07] e
2009 Weisler 19 179 10 181 13.2% 1.92 [0.92, 4.02] T
2011 Bortnick 11 152 5 155 8.8% 2.24 [0.80, 6.30] T
2012 Papakostas 2 80 2 125 3.3% 1.56 [0.22, 10.87]
2013 Katila 32 166 26 172 18.9% 1.28[0.80, 2.04] T
2014 Wang 53 157 22 155 19.6% 2.38[1.52, 3.71] —
2016 Suppes 4 109 3 100 5.2% 1.22 [0.28, 5.33]
Total (95% CI) 1068 1118 100.0% 1.50 [1.03, 2.18] B
Total events 160 104

ity 2 _ . iZ = = = 12 = t } t i
Heterogeneity: Tau® = 0.13; Chi* = 14.65, df = 7 (P = 0.04); I° = 52% 0.05 02 : 20

Test for overall effect: Z = 2.12 (P = 0.03) Favours APM Favours placebo

F. Dry mouth
Antipsychotics Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1997 Lecrubier 15 73 15 73 11.4% 1.00[0.53, 1.89] -1
1999 Ruther 2 87 3 90 3.7% 0.69[0.12, 4.03]
2004 Rothschild 25 101 8 100 10.3% 3.09[1.47,6.53] .
2008 Chaput 4 11 1 11 3.0% 4.00 [0.53, 30.33]
2009 Cutler 58 152 14 157 12.5% 4.28 [2.50, 7.34] .
2009 Weisler 74 179 16 181 13.0% 4.68[2.84, 7.71] —
2011 Bortnick 50 152 10 155 11.4% 5.10[2.69, 9.68] —
2012 Papakostas 6 80 6 125 7.1% 1.56 [0.52, 4.68] S B —
2013 Katila 34 166 18 172 12.6% 1.96 [1.15, 3.33] —
2014 Wang 60 157 13 155 12.3% 4.56 [2.61, 7.95]
2016 Suppes 3 109 1 100 2.5% 2.75[0.29, 26.03]
Total (95% CI) 1267 1319 100.0% 2.83 [1.92,4.17] ’
Total events 331 105
Heterogeneity: Tau® = 0.24; Chi* = 27.71, df = 10 (P = 0.002); I* = 64% :0 02 0:1 1:0 50’

Test for overall effect: Z = 5.27 (P < 0.00001) Favours APM Favours placebo



G. Dyspepsia

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2009 Cutler 8 152 5 157 28.4% 1.65 [0.55, 4.94] L
2009 Weisler 5 179 5 181 22.8% 1.01 [0.30, 3.43]
2014 Wang 12 157 9 155 48.8% 1.32 [0.57, 3.03] . E—
Total (95% CI) 488 493 100.0% 1.32 [0.74, 2.37] —-‘-—
Total events 25 19
Heterogeneity: Tau? = 0.00; Chi? = 0.34, df = 2 (P = 0.84); I = 0% t t t t t i
Test for overall effect: Z = 0.94 (P = 0.35) 0.1 0.2 Favog'ri APM Favou?s placebc? 10
H. Extrapyramidal symptoms
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2013 Katila 12 166 4 172  37.0% 3.11[1.02, 9.44] —a—
2014 Wang 13 157 8 155 63.0% 1.60 [0.68, 3.76] —T1
Total (95% CI) 323 327 100.0% 2.05 [1.04, 4.03] -l
Total events 25 12
Heterogeneity: Tau? = 0.00; Chi? = 0.86, df = 1 (P = 0.35); I = 0% 50 05 052 é 20"
Test for overall effect: Z = 2.08 (P = 0.04) ’ -Favours APM  Favours placebo
|. Fatigue
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1999 Ruther 5 87 2 90 10.2% 2.59[0.52, 12.98] —
2009 Cutler 8 152 0 157 3.6% 17.56[1.02, 301.53]
2009 Weisler 11 179 8 181 26.3% 1.39[0.57, 3.38] -
2011 Bortnick 10 152 0 155 3.6% 21.41[1.27, 362.20]
2013 Katila 13 166 7 172 26.0% 1.92 [0.79, 4.70] T
2014 Wang 19 157 8 155 30.3% 2.34[1.06, 5.20] ——
Total (95% CI) 893 910 100.0% 2.29 [1.32, 3.97] <
Total events 66 25
Heterogeneity: Tau? = 0.10; Chi* = 6.31,df = 5 (P = 0.28); I = 21% B 505 1 1=0 260

Test for overall effect: Z = 2.93 (P = 0.003)

Favours APM Favours placebo



J. Headache

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1999 Ruther 3 87 6 90 2.1% 0.52 [0.13, 2.00] —
2008 Chaput 4 11 1 11 0.9% 4.00[0.53, 30.33]
2009 Cutler 14 152 16 157 8.2% 0.90 [0.46, 1.79] —
2009 Weisler 26 179 27 181 15.5% 0.97 [0.59, 1.60] e
2011 Bortnick 16 152 16 155 8.9% 1.02 [0.53, 1.96] .
2012 Papakostas 3 80 2 125 1.2% 2.34[0.40, 13.72]
2013 Katila 35 166 28 172 19.0% 1.30[0.83, 2.03] T
2014 Kennedy 9 26 11 27 7.9% 0.85[0.42, 1.71] I
2014 Mclintyre 7 61 11 59 5.0% 0.62 [0.26, 1.48] A
2014 Wang 41 157 49 155 31.2% 0.83[0.58, 1.17] —
Total (95% CI) 1071 1132 100.0% 0.95 [0.78, 1.16] L 3
Total events 158 167
Heterogeneity: Tau? = 0.00; Chi? = 7.28,df = 9 (P = 0.61); I = 0% I t t J
Test for overall effect: Z = 0.49 (P = 0.63) 0.02 OllFavours APM Favours placle(llo 50
K. Hyperhidrosis
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2009 Cutler 0 152 1 157 7.8% 0.34 [0.01, 8.38] - '
2014 Wang 8 157 9 155 92.2% 0.88 [0.35, 2.22]
Total (95% CI) 309 312 100.0% 0.82 [0.34, 1.99]
Total events 8 10
Heterogeneity: Tau? = 0.00; Chi? = 0.31,df = 1 (P = 0.58); I = 0% =0 005 0=1 1 1’0 200%
Test for overall effect: Z = 0.45 (P = 0.65) ’ Fa\;ours APM Favours placebo
L. Increased appetite
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2009 Cutler 6 152 3 157 17.0% 2.07 [0.53, 8.11] r
2009 Weisler 8 179 7 181 31.8% 1.16 [0.43, 3.12]
2011 Bortnick 10 152 2 155 14.1% 5.10[1.14, 22.89] —_—
2012 Papakostas 3 80 0 125 3.7% 10.89[0.57, 208.04]
2014 Wang 11 157 6 155 33.4% 1.81[0.69, 4.77] T
Total (95% CI) 720 773 100.0% 1.98 [1.13, 3.50] <>
Total events 38 18
Heterogeneity: Tau® = 0.01; Chi® = 4.06, df = 4 (P = 0.40); I’ = 1% 01005 011 1:0 2010

Test for overall effect: Z = 2.37 (P = 0.02)

Favours APM Favours placebo



M. Insomnia

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1999 Ruther 3 87 0 90 2.4% 7.24[0.38, 138.12]
2004 Rothschild 8 101 20 100 14.7% 0.40[0.18, 0.86] —
2008 Chaput 5 11 2 11 7.8% 2.50[0.61, 10.25] N e —
2009 Cutler 2 152 11 157 7.3% 0.19[0.04, 0.83] R E—
2009 Weisler 12 179 14 181 15.2% 0.87[0.41, 1.82] —=
2012 Papakostas 2 80 3 125 5.7% 1.04 [0.18, 6.10] I
2013 Katila 13 166 10 172 14.4% 1.35[0.61, 2.99] 1T
2014 Mclintyre 7 61 18 59 14.4% 0.38[0.17, 0.83] —_—
2014 Wang 22 157 22 155 18.1% 0.99[0.57, 1.71] -
Total (95% CI) 994 1050 100.0% 0.77 [0.48, 1.25] <o
Total events 74 100

Heterogeneity: Tau® = 0.26; Chi® = 17.22, df = 8 (P = 0.03); I* = 54%

0.005

0.1 10

Test for overall effect: Z = 1.05 (P = 0.29) Favours APM Favours placebo 200
N. Irritability
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2009 Cutler 9 152 7 157 27.8% 1.33 [0.51, 3.48] -
2009 Weisler 6 179 7 181 22.5% 0.87[0.30, 2.53] L —
2014 Mclntyre 8 61 4 59 19.6% 1.93 [0.62, 6.08] e
2014 Wang 9 157 8 155 30.0% 1.11[0.44, 2.80]
Total (95% CI) 549 552 100.0% 1.23 [0.74, 2.05]
Total events 32 26
Heterogeneity: Tau? = 0.00; Chi? = 1.08, df = 3 (P = 0.78); I* = 0% =0 05 0:2 5 zoj'
Test for overall effect: Z = 0.80 (P = 0.42) : -Favours APM Favours placebo
O. Myalgia
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2009 Weisler 4 179 3 181 30.0% 1.35[0.31, 5.94] i
2014 Wang 11 157 6 155 70.0% 1.81 [0.69, 4.77] -
Total (95% CI) 336 336 100.0% 1.66 [0.74, 3.73] -
Total events 15 9
Heterogeneity: Tau? = 0.00; Chi? = 0.11,df = 1 (P = 0.74); I = 0% I t t {
Test for overall effect: Z = 1.22 (P = 0.22) 0.01 (Iz;/ours APM Favours plg(éebo 100
P. Nasopharyngitis
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2011 Bortnick 4 152 11 155 64.6% 0.37[0.12, 1.14) ——
2014 Wang 2 157 9 155 35.4% 0.22 [0.05, 1.00] D —
Total (95% CI) 309 310 100.0% 0.31 [0.12, 0.76] -
Total events 6 20
Heterogeneity: Tau? = 0.00; Chi* = 0.30,df = 1 (P = 0.58); I = 0% 50 oL 051 1%0 100’

Test for overall effect: Z = 2.56 (P = 0.01)

Favours APM Favours placebo



Q. Nausea

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2008 Chaput 2 11 2 11 2.7% 1.00[0.17, 5.89]
2009 Cutler 8 152 15 157 12.5% 0.55 [0.24, 1.26] e
2009 Weisler 16 179 11 181 15.7% 1.47 [0.70, 3.08] I
2011 Bortnick 7 152 9 155 9.3% 0.79[0.30, 2.08] I E—
2012 Papakostas 1 80 2 125 1.5% 0.78 [0.07, 8.48]
2013 Katila 9 166 8 172 10.0% 1.17 [0.46, 2.95] e b —
2014 Wang 34 157 30 155 44.7% 1.12 [0.72, 1.73] ——
2016 Suppes 7 109 2 100 3.6% 3.21[0.68, 15.10]
Total (95% CI) 1006 1056 100.0% 1.07 [0.80, 1.43] <D
Total events 84 79
Heterogeneity: Tau? = 0.00; Chi2 = 5.63, df = 7 (P = 0.58); I* = 0% =0 0 0=2 5 0
Test for overall effect: Z = 0.46 (P = 0.65) i i:avours APM  Favours placebo
R. Palpitation
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1997 Lecrubier 11 73 12 73 68.6% 0.92 [0.43, 1.94]
2014 Wang 6 157 6 155 31.4% 0.99 [0.33, 2.99]
Total (95% CI) 230 228 100.0% 0.94 [0.50, 1.75]
Total events 17 18
Heterogeneity: Tau? = 0.00; Chi? = 0.01, df = 1 (P = 0.91); I* = 0% I t t t t t {
Test for overall effect: Z = 0.20 (P = 0.84) 01 02 Favog.ri APMlFavoufs placebos 10
S. Sedation
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2009 Cutler 56 152 8 157 29.1% 7.23[3.57, 14.65] —
2009 Weisler 55 179 11 181 38.6% 5.06 [2.74, 9.34] ——
2011 Bortnick 33 152 3 155 10.8% 11.22 [3.51, 35.80] e —
2013 Katila 8 166 2 172 6.2% 4.14 [0.89, 19.23] T
2014 Wang 17 157 5 155 15.4% 3.36 [1.27, 8.87] —_—
Total (95% Cl) 806 820 100.0% 5.67 [3.87, 8.30] <o
Total events 169 29
Heterogeneity: Tau’ = 0.00; Chi® = 3.25,df = 4 (P = 0.52): I = 0% I t y |
Test for overall effect: Z = 8.93 (P < 0.00001) 0.01 (g.a{fours APM Favours pllagebo 100
T. Sexual dysfunction
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2012 Papakostas 1 80 2 125 47.2% 0.78 [0.07, 8.48] i
2014 Wang 1 157 3 155 52.8% 0.33 [0.03, 3.13] |
Total (95% CI) 237 280 100.0% 0.49 [0.10, 2.54] e
Total events 2 5
Heterogeneity: Tau® = 0.00; Chi® = 0.27, df = 1 (P = 0.60); I = 0% ’0 o1 051 T 150 100"

Test for overall effect: Z = 0.84 (P = 0.40)

Favours APM Favours placebo



U. Somnolence

Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2004 Rothschild 19 101 5 100 8.8% 3.76 [1.46, 9.69]
2008 Chaput 7 11 1 11 2.4% 7.00 [1.02, 47.81]
2009 Cutler 41 152 11 157 17.3% 3.85 [2.06, 7.21] —
2009 Weisler 52 179 20 181 25.7% 2.63 [1.64, 4.22] —a—
2011 Bortnick 31 152 8 155 13.2% 3.95[1.88, 8.32] —
2013 Katila 55 166 14 172 21.1% 4.07 [2.36, 7.03] —
2014 Wang 56 157 6 155 11.5% 9.21[4.09, 20.76] S
Total (95% CI) 918 931 100.0% 3.96 [2.94, 5.35] &
Total events 261 65
Heterogeneity: Tau® = 0.03; Chi* = 7.56,df = 6 (P = 0.27); I’ = 21% I t t i
Test for overall effect: Z = 8.99 (P < 0.00001) 0.01 %a{fours APM Favours pllagebo 100
V. Vomiting
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2004 Rothschild 3 101 10 100 29.0% 0.30[0.08, 1.05] - &
2009 Weisler 12 179 4 181 30.8% 3.03 [1.00, 9.23] .
2013 Katila 1 166 0 172 11.6% 3.11[0.13, 75.75] i
2014 Wang 9 157 3 155 28.6% 2.96 [0.82, 10.73] T
Total (95% CI) 603 608 100.0% 1.54 [0.42, 5.62] gl
Total events 25 17
Heterogeneity: Tau? = 1.09; Chi* = 9.17, df = 3 (P = 0.03); I’ = 67% I t t |
Test for overall effect: Z = 0.66 (P = 0.51) 0.01 (;;fours APM Favours pl%i(zebo 100
W. Weight gain
Antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2004 Rothschild 11 101 2 100 35.2% 5.45 [1.24, 23.95] —
2012 Papakostas 0 80 1 125 11.1% 0.52 [0.02, 12.57]
2013 Katila 9 166 7 172 53.7% 1.33[0.51, 3.49] —il—
Total (95% CI) 347 397 100.0% 1.97 [0.63, 6.13] <l
Total events 20 10
Heterogeneity: Tau? = 0.38; Chi® = 3.16,df = 2 (P = 0.21); I = 37% 50 oL 051 130 1005

Test for overall effect: Z = 1.17 (P = 0.24)

Abbreviation: APM, antipsychotic monotherapy

Favours APM Favours placebo



